
It is highly probable that Kraepelin
would have changed his dichotomous
concept had he lived longer. Hence,
those who still believe in that concept
today may be called archeo-Kraepeli-
nians rather than neo-Kraepelinians.
There may be several reasons why Krae-
pelin’s dichotomy has survived until
now despite findings disproving it:
a) Kraepelin’s nosology was for a
while the counterpart to the psychoan-
alytical view; b) by nature we prefer to
think dichotomously; c) for obvious
practical reasons, the important and in-
fluential diagnostic and statistical man-
uals (ICD, DSM) develop slowly, have
to stick to discrete diagnostic classes
and have to be conservative.

An early fundamental critique of the
dichotomy was based on serious doubts
about the existence of psychiatric enti-
ties defined by symptoms, course and
outcome. The great antagonists of Krae-
pelin, Hoche (16) and Bumke (17), pre-
ferred a pure, descriptive syndromal ap-
proach and assumed that identical syn-
dromes can have multiple causes (18), a
concept which is of great relevance to-
day. Mundt suggested a transnosological
psychopathology (19) and van Praag
proposed a functional psychopathology
based on biological mechanisms, point-
ing out that “nosologomania” is a “dis-
order of psychiatry” (20). It is also an old
story that drugs act on target symptoms
or syndromes across disorders (21), al-
though they are licensed for the latter.
A book on psychopharmacology with
such a syndromal approach was pub-
lished in 1979 (22).

The great danger of the present oper-
ational diagnoses is that they are mis-
perceived as well-established “natural”
entities and that clinicians restrict their
examinations and even their research to
them. Examples are the widely used
standardized interviews in epidemiolo-
gy, which do not describe psychological
and somatic symptoms comprehensive-
ly, but identify only whether or not
symptoms meet a diagnostic scheme,
with a serious inherent loss of informa-
tion. This approach cannot question
the diagnostic criteria themselves and is
therefore unsuitable for developing the
system further. Better measurements, as

mentioned by Craddock and Owen, are
badly needed and one can only agree
with all their recommendations. 

If treatment utility should be a main
goal of classification, as Craddock and
Owen suggest, therapeutic studies have
to be much more sophisticated and
more independent from the pharma-
ceutical companies’ proximal interests.
The minimized assessment and meas-
urement of psychopathology in thera-
peutic studies has to be replaced by
much more comprehensive symptom
inventories, like those which were used
some decades ago. Currently the goal
and methods are usually set by the min-
imum requirements of the European
Agency for the Evaluation of Medicinal
Products (EMEA) or the Food and
Drug Administration (FDA) for the
marketing of new drugs and not by sci-
entific or realistic practical targets. As a
consequence, the results of many stud-
ies, especially those which are placebo-
controlled, cannot be generalized and
transferred into practice.
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I was glad to read Craddock and
Owen’s paper on the classification of
the psychoses. There is much to admire
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mentioned by Craddock and Owen, are
badly needed and one can only agree
with all their recommendations.
If treatment utility should be a main
goal of classification, as Craddock and
Owen suggest, therapeutic studies have
to be much more sophisticated and
more independent from the pharmaceutical
companies’ proximal interests.
The minimized assessment and measurement
of psychopathology in therapeutic
studies has to be replaced by
much more comprehensive symptom
inventories, like those which were used
some decades ago. Currently the goal
and methods are usually set by the minimum
requirements of the European
Agency for the Evaluation of Medicinal
Products (EMEA) or the Food and
Drug Administration (FDA) for the
marketing of new drugs and not by scientific
or realistic practical targets. As a
consequence, the results of many studies,
especially those which are placebocontrolled,
cannot be generalized and
transferred into practice.
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It is highly probable that Kraepelin
would have changed his dichotomous
concept had he lived longer. Hence,
those who still believe in that concept
today may be called archeo-Kraepelinians
rather than neo-Kraepelinians.
There may be several reasons why Kraepelin’s
dichotomy has survived until
now despite findings disproving it:
a) Kraepelin’s nosology was for a
while the counterpart to the psychoanalytical
view; b) by nature we prefer to
think dichotomously; c) for obvious
practical reasons, the important and influential
diagnostic and statistical manuals
(ICD, DSM) develop slowly, have
to stick to discrete diagnostic classes
and have to be conservative.
An early fundamental critique of the
dichotomy was based on serious doubts
about the existence of psychiatric entities
defined by symptoms, course and
outcome. The great antagonists of Kraepelin,
Hoche (16) and Bumke (17), preferred
a pure, descriptive syndromal approach
and assumed that identical syndromes
can have multiple causes (18), a
concept which is of great relevance today.
Mundt suggested a transnosological
psychopathology (19) and van Praag
proposed a functional psychopathology
based on biological mechanisms, pointing
out that “nosologomania” is a “disorder
of psychiatry” (20). It is also an old
story that drugs act on target symptoms
or syndromes across disorders (21), although
they are licensed for the latter.
A book on psychopharmacology with
such a syndromal approach was published
in 1979 (22).
The great danger of the present operational
diagnoses is that they are misperceived
as well-established “natural”
entities and that clinicians restrict their
examinations and even their research to
them. Examples are the widely used
standardized interviews in epidemiology,
which do not describe psychological
and somatic symptoms comprehensively,
but identify only whether or not
symptoms meet a diagnostic scheme,
with a serious inherent loss of information.
This approach cannot question
the diagnostic criteria themselves and is
therefore unsuitable for developing the
system further. Better measurements, as
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in their work: not only their genetics but
their clinical methodology is “state of
the art”. In contrast to many earlier in-
vestigations, they recognise that, in
nosological research, one must use
course (longitudinal, “lifetime”) data,
not just episode symptomatology. They
employ a detailed abstract of all clinical
records, the best source for longitudinal
psychopathology. They use multiple
raters, not only for diagnoses, but also
for symptoms and course: the raters re-
view a typed narrative synopsis, there is
regular training and review, and gener-
ating a consensus reduces error and en-
ables reliability to be measured for ac-
tual ratings, not borrowed from those
made long ago by co-trained experts.
Their rating schedules cover many as-
pects of the natural history, as well as
key symptoms. They use polydiagnosis
for diagnostic categories with disputed
definitions. The huge series needed for
genetic studies makes more data avail-
able for nosological analysis than was
available for earlier studies.

I am also in complete agreement
about the need to rethink the classifica-
tion of the psychoses, and jettison the
Kraepelinian framework. In their work
on schizoaffective psychosis, I was dis-
appointed that acute polymorphic (cy-
cloid) psychosis was not included in the
polydiagnostic analysis, but I appreci-
ate that this is just another taxon to be
melted down. The strategy is no longer
to search for genes matched with con-
ventional categories. Rather the whole
genome is to be related, by a giant
canonical correlation, to all that can be
identified and measured in psychopa-
thology. The nosology of the psycho-
ses qualifies for Sir Keith Peters’ “area
of medicine in which everything that is
worth knowing has yet to be disco-
vered”. This generation of researchers
will make these discoveries and bury
the 19th century dogmas.

I need to take issue with the state-
ment that “studies of symptom profiles
…have failed to find a clear discontinu-
ity between …the two categories”. The
source of this conclusion is a paper
written by Kendell in 1987 (1). Four
years later, we published an analysis of
“lifetime” psychopathology (10 years, 3

episodes on average) in more than 300
patients. We condensed the psychopa-
thology by maximum likelihood fac-
tor analysis, and searched for disconti-
nuities by canonical variate analysis,
deriving functions in one randomly se-
lected half, and testing them in the oth-
er. We used a variety of criterion groups
and found that the bipolar group was al-
ways distinct (2). Thus, it is not the “two
entities principle” that needs revision.
One entity (bipolar disorder) is a con-
cept “worth knowing”, and deserves an
ICD and DSM rubric of its own. This
would include mania and schizo-affec-
tive mania; cyclothymia and hyper-
thymia; hypomania provoked by elec-
troconvulsive therapy and drugs; some
catatonia; some recurrent familial en-
dogenous depression; seasonal affec-
tive disorder; puerperal, menstrual,
steroid and postoperative psychoses;
perhaps cycloid psychosis, and the rare
but quintessential 48-hour cyclers. Its
boundaries need clearer definition, and
no doubt genetics will identify a variety
of antecedents, but bipolarity must be a
final common path, based on a lo-
calised or biochemically specific brain
phenomenon. It is the other category,
“schizophrenia”, that needs rethinking. 

The discovery of genes that increase
the risk of both “schizophrenia” and
bipolar disorders is challenging. There
is probably a mismatch between the
number of genes involved, and the lim-
ited keyboard of psychopathology and
temporal patterns. Symptoms can be
condensed to delusions, auditory hallu-
cinations, passivity experiences, de-
pression, states of excitement (not all of
which are “manic”) and various forms
of defect and social handicap; the tem-

poral patterns are equally restricted.
The number of genes has yet to be de-
termined, but, if it is large, discords will
inevitably be struck. But what does this
predict for future genetic classifica-
tions? If there are no genes of major ef-
fect, but, instead, there are many which
make a small contribution, it will not be
possible to link a disease picture to a
gene. What, then, will be the basis of the
classification? Bipolarity, and perhaps
delusional disorders, will survive, each
with complex antecedents and with
their biological basis clarified. But it is
impossible to guess what kind and what
level of brain dysfunction will de-
fine the chronic polymorphic psychoses.
Will it be an anatomical dysfunction,
or pathology at the micro-anatomical
level – such as ideo-motor feedback
loops (3) – or perhaps specific ano-
malies in the neurotransmitters them-
selves? Once the pathogenesis has been
clarified, how will this be translated into
clinical diagnosis and therapeutics? I
look forward with fascination to the evo-
lution of research and ideas in this area. 
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Emil Kraepelin did not think di-
chotomously, but his epigones did.
Kraepelin (1) tried to classify mental dis-
orders systematically, bringing a more or
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